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Skin Wounds 

l Three categories: 
-Acute/emergent (i.e., bums, TENS) 
- Acute/elective (i.e., reconstruction) 
- Chronic/elective (i.e., ulcers) 

l Two subcategories: 
- Full-thickness 
- Partial thickness 

Disease-related Risks 

l Emergent etiology 

l Great magnitude (~50% TBSA) 

l Full-thickness depth 

l Associated Injury or disease 



Mortality from Burns 
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Examples of Combination Products 

Components Acell& M-c AUtOiOpOUS 

Both I&gram &liimf n4 Cincinnati 
Od” Skin Subst. 

‘EpkhIliS EpiceP 

‘Dermis’ AhdeJmlN -cm- 
(not uvs ceJns) 
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Composition 
C~~ttumd Skin Substitutes 

- Mopolymr substrate 
- CSS nrdy for surgey 
* CSS histology 

1 Dermal-Epidermal Junction in CSS 1 

Native human skin css 
I 
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I Clinical Results at 1 year I 

I Engraftment and Expansion I 

Cultured Skin Substitutee 
Combined with lntegra Artificial Skin I 

l sklnhsmooth.soR*sbm 
l ususHy no rsgrsftJng 

l plgmnntation b ddkknt 
iloymakd.JBCR~-1,lsOI 
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Burn Scar 
l allograft 1 week 

l graft skin substitute 

l POD 11 (discharge) 

Giant Nevus 

Clinical Results 
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Clinical Results: Chronic Wounds 

Soyca el II. Wnmds 7124-29. 1995 

Efficacy: Cincinnati Skin Substitute 

I l Conserves donor skin 

1 l Virtually no  blistering, little regrafting 
I I 

I l M inimal scar 

* Class Ill (Significant Risk) device 

I I 

i 1  

I Safety: Degradable Polymeric Matrices 
I 

’ CDRHapproved products: 
- Col lagen 
-PGAPU 
- 510k approval  of similar products 
- mulhenter studies not mandatory 

l Products without predicate: 
-Class III (SignWnt Risk) 
- multiaenter studies required 
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Safety: Autologous Components 

l Minimally Manipulated Autologous 
Tissue for Structural Repair (‘WAS”) 
Guidance (CBER): 

-Facilities registration 
-Processing controls 
-Multi-center studies not mandatory 

I Suggested FDA Jursidictions I 
For combinatm products with l ufobgous c&k 
Acquire tissue. p-ocess. and release as MAS under CBER. 
Matrix clearance by CDRH. 
Multi-center studiis should not be mandatory. 

I 
Safety: Allogenelc Components 

l AATB Standards 
- Tiius harvest, processing 4% tracking 
- Microbial and  viral tasting 
- Facilities l xwMatJon 

l FDA (CBER) Tissue Standards 
- Donor suitability 
- Facilities registration 
-Good Tksue Pmcticos (GlPs) 

l Multi-center studies not mandatory 
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I Suggested FDA Jursidictions I 
For ambination products with 8Ilogenefc cells: 
Acquire tissue, process. and release by AATB standards 
and GTPs under CBER. Matrix clearance by CDRH. 
Multi-center 8tudii rhould not be mandatoty 

Summary: combination products 

. Combination products act predominantty 
by cellular mechanisms 

l Risks from auto-combination products 
are less, not greater than MAS 

l Risks from alla-combination products 
managed by AATB and GTP standards 

Conclusions: combination products 

l nlhepfimaymodoofrctionkpolymork, 
then CDRH should mrkw. 

l If prlmsry mode of actlon k cellular, CBER 
should review 
-PmducmwlthmltocollsfoilowuAs 
-ProductswRhahcefkfollowMTBandGTP 
-ComponontenottypkaItoMAS,MlBorGTP 

mqulre addltbnd consld.mUon 

I l Most combination pmducta should not require 
multicenter studies, except to get cleints. 
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I 
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